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Continuation of Disposition of Claims: Claims pending in the application are Claims 49, 56-71 , 73-80, 82-84, 86-123, 127- 
131,133,134,137-147. 



Continuation of Disposition of Claims: Claims rejected are 49,56-69,71,73-78,83,86-91,95,97-100,102,122,123,127- 
131,133,134,137-143,146 and 147. 
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DETAILED ACTION 

This office action is reopen in view of the new rejection being applied to the 
pending claims. 

Status of Claims 

Claims 49, 56-69, 71 , 73-78, 83, 86-91 , 95, 97-1 00, 1 02, 1 22, 1 23, 1 27-1 31 , 1 33- 
134, and 137-143, 146, and 147 are under examination. 

Claims 1-48, 50-55, 72, 81, 85, 124-126, 132, 135, and 136 are cancelled. 

Claims 70, 79, 80, 82, 84, 92-94, 96, 1 01 , 1 1 0, 1 1 1 , 1 1 3, 1 1 5, and 1 20 are 
withdrawn. 

Claims 49, 56-71 , 73-80, 82-84, 86-1 23, 1 27-1 31 , 1 33, 1 34, 1 37-1 47 are 
pending. 

IDS 

The IDS submitted on 05/07/2008 has been reviewed and signed by the 
examiner. 

Objection to Claims 

Claim 57 is objected to because it has the same scope as claim 56. 

Claims 88, 140, and 141 are objected to because the chemical structures are 
represented by straight lines and one skilled in the art would not be able to discern how 
many carbon bonds are represented by the structure. 
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Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 49, 56, 60-69, 73-78, 83, 86, 87,123, 134, and 137-139 are rejected 
under 35 U.S.C. 102(b) as being anticipated by Chen et al., "Design and Synthesis of a 
Fluorescent Reporter of Protein Kinase Activity," J. Am. Chem. Soc. 2002, 124, pages 
3840-3841. 

Chen et al. teach the structure of the substrate of claim 49 on page 3840, left 
column, and on page 3841 , left column, Scheme 1 . (see structure three, respectively, of 
claim 49). 

Further, on page 3841 different linkers are discussed and specific examples of 
such linkers are provided in Table 1 . (instant claims 49, 56, 60-69, 73, 89, 123, 134, 
137-139). (see structures four and five, respectively, of claim 49). 

Chen et al. teach the exact chemical compound and LINKER. See page 3841 , 
left column, last structure presented at the bottom of scheme 1 . (instant claim 89). 

Chen et al. teach that different linkers were inserted between the peptide and the 
fluorophore, which might allow the serine moiety to be optimally accommodated within 
the active site. See also Scheme 1 and Table 1 on page 3841 . (instant claims 56 and 
67, 83, 86, 138, 139). 
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Chen et al. teach that there has been widespread interest in developing sensors 
of protein kinase activity, where specific intracellular kinases are activated in response 
to stimulus of a fluorophore positioned near the site of phosphorylation. See page 3840, 
left column; where the N-terminus of the peptide NH2-Ser-Phe-Arg-Arg-Arg-Arg-resin, 
serves as a substrate for protein kinase C (PKC). See page 3840, right column, second 
paragraph, (instant claims 56, 67, 68, 74, 78). (see claim 56 wherein the peptide 
comprises serine). 

Chen et al. teach that protein kinases will phosphorylate alcohol-containing 
residues attached to the N- or C-terminus of appropriately designed peptides; and 
where a free carboxylate can be activated and condensed with the N-terminus of the 
peptide NH2-Ser-Phe-Arg-Arg-Arg-Arg-resin. See page 3840, right column, second 
paragraph, (instant claims 73-77). 

Chen et al. teach that several fluorophore-LINKER-peptide analogues were 
identified that display promising enzymological and photophysical properties (Table 1); 
where N-methyl glycine serves as the LINKER in the lead protein kinase substrate, 
where the phosphorylation of the latter generates a 264% enhancement in fluorescence 
intensity. See page 3841, right column, (instant claims 60-66, 83, 86, 87). 

Claims 49, 56-69, 71, 73-78, 83, 86-91, 95, 97-100, 102, 122, 123, 127-131, 133- 
134, and 137-143, 146, and 147 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Nguyen et al. (US 2004/0166553 A1). 
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Nguyen et al. teach a photoactivatable protein kinase C sensor peptide with a 
fluorophore LINKER. See Figure 59A or Figure 59B. Nguyen et al. teach that caged 
kinase substrate can comprise fluorophores at either, or both ends of the peptide (thus 
N or C terminal). See Nguyen claims 1 8-28. (instant claims 49, 56-69, 71 -78, 83, 86- 91 , 
95, 97-1 00, 1 02, 1 29-1 31 , 1 33, 1 40-1 43, 1 46, 1 47). (see Figures 59A and 59B for 
FRRRK). 

Nguyen et al. teach a photoactivable protein kinase C sensor peptide and use of 
this sensor in assays characterizing protein kinase C inhibitor. See [0543]; and where 
the sensors can comprise a substrate for PKC and an NBD fluorophore whose 
fluorescence changes upon phosphorylation of the adjacent serine, (instant claims 56, 
78, 91-93, where the NBD is the 7-nitro-2-oxa-diazole derivative). 

Nguyen et al. teach also the substrate that comprises a lipid. See [0027]; where 
the substrate can comprise a carrier. See [0027]. (instant claims 71, 102). 

Nguyen et al. teach a caged chelating agent and a caged metal ion. See [0045]. 
(instant claims 127, 128); and caged fluorescent dye. See [0304], [0309]. (instant claims 
129-131) 

Nguyen et al. teach delivery of caged sensors into living organisms, which 
inherently require a pharmaceutically acceptable composition. See [0398] (instant 
claims 138-143, 146-147). 



Conclusion 

No claims are allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Agnes Rooke whose telephone number is 571-272- 
2055. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jon Weber can be reached on 571-272-0925. The fax phone number for the 
organization where this application or proceeding is assigned is 571-272-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information about the PAIR system, see http://pair-direct.uspto.gQv . Should you have 
any questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197. 
AR 

/Karen Cochrane Carlson/ 
Primary Examiner, Art Unit 1656 



